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CLAIMS 

We claim: 

1 . A method of generating a haplotype database for a population, comprising 
5 data elements representative of the haplotypes for at least one locus from the 

individuals in the population, the method comprising: 

(a) for each individual in the population, generating polymorphism 
and haplotype data elements representative of the individual's 
10 polymorphisms and haplotypes for the locus; and 

1) (b) storing the polymorphism and haplotype data 

elements for the individuals in a computer-readable database, 
wherein the data elements are organized according to the spatial 
15 relationships between the polymorphisms and haplotypes and a 

reference nucleotide sequence for the locus. 

2. The method of claim 1, wherein the locus is a gene or a gene feature and 
the haplotype data elements represent haplotypes and haplotype pairs for the gene or 

2Q the gene feature. 

3. The method of claim 2, wherein the deriving step comprises ascertaining 
the frequency of the haplotypes and haplotype pairs according to the Hardy- 
Weinberg equilibrium. 

25 4. The method of claim 2, further comprising deriving the haplotype data 

elements by: 

(a) determining a nucleotide sequence of the gene or the gene 

feature from a first chromosome and a second chromosome in 
30 ea ch individual in the population to generate a plurality of 

nucleotide sequences for the population; 

(c) aligning the plurality of nucleotide sequences for the 
population; 

35 (d) identifying haplotypes from the aligned sequences; and 
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(e) selecting two haplotypes for each individual as a haplotype pair 
for storage in a table in the database. 

5. The method of claim 4, wherein the method further comprises validating 
the haplotype data. 

6. The method of claim 5, wherein the validating comprises correcting an 
observed distribution of haplotypes or haplotype pairs for effects imposed by a 
limited number of individuals in the population. 

7. The method of claim 6, wherein the validating also comprises analyzing 
compliance of the observed distribution with Mendelian inheritance principles. 

8. The method of claim 1, wherein the population is selected from the group 
consisting of a reference population, a clinical population, a disease population, an 
ethnic population, a family population and a same-sex population. 

9. A method of predicting the presence of a haplotype pair in an individual 
comprising: 

(a) identifying a genotype for the individual; 

20 G>) enumerating all possible haplotype pairs which are consistent 

withi the genotype; 

(c) accessing a database containing reference haplotype pair 
frequency data to determine a probability, for each of the 

2 5 possible haplotype pairs, that the individual has a possible 

haplotype pair, and 

(d) analyzing the determined probabilities to predict haplotype 
pairs for the individual. 

30 10- The method of claim 9, wherein the identifying step comprises 

determining the most predictive genotyping site or sites. 

11. The method of claim 10, wherein the determining includes calculating 
phylogenetic and/or linkage information for the reference haplotype pairs. 
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12. The method of claim 10, wherein the enumerating step comprises listing 
the possible haplotype pairs in order of their frequency in the database. 

13. A method for identifying a correlation between a haplotype pair and a 
clinical response to a treatment, or other phenotype, comprising: 

5 

(a) accessing a database containing data on clinical responses to 
treatments, or other phenotypes, exhibited by a clinical 
population; 

(b) selecting a candidate locus hypothesized to be associated with 
the clinical response or other phenotype, the locus comprising 
at least two polymorphic sites; 

(c) providing haplotype data for each member of the clinical 
population, the haplotype data comprising information on a 

^ plurality of polymorphic sites present in the candidate locus; 

(d) storing the haplotype data; and 

(e) calculating the degree of correlation between haplotype pairs 
and the clinical response to a treatment, or other phenotype, by 

20 

statistically analyzing the haplotype and clinical response data. 

14. The method of claim 13 wherein step (e) is performed last. 

15. The method of claim 13 wherein step (a) is performed before any one of 
steps (b), (c ) or (d). 

16. The method of claim 13 wherein step (a) is performed after steps (b), (c) 
and (d). 

17. The method of any one of claims 13-16, wherein the treatment comprises 
30 administration of a drug or drug candidate. 

18. The method of claim 17, wherein the candidate locus is a gene or a gene 
feature. 

19. The method of claim 1 8, further comprising displaying or outputting the 
35 correlation. 
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20. The method of claim 19, further comprising calculating the statistical 
significance of the correlation. 

21 . The method of claim 20, wherein the providing haplotype data step 
comprises 



(a) providing a genotype for the individual; 

(b) enumerating all possible haplotype pairs which are consistent 
with the genotype; 

(c) determining a probability for each possible haplotype pair that 
the individual has that possible haplotype pair, by accessing a 
database containing frequency data for haplotype pairs in a 
reference population; and 

(d) analyzing the determined probabilities to infer the individual's 
haplotype pair. 

22. A method for identifying a correlation between a haplotype pair and 
susceptibility to a condition or disease of interest, or other phenotype of interest, 
comprising the steps of: 



(a) selecting a candidate locus hypothesized to be associated with 
the phenotype, condition or disease of interest, the locus 
comprising at least two polymorphic sites; 

(b) providing haplotype data for the candidate locus for each 
member of a population having the phenotype, condition or 
disease of interest ("disease haplotype data"); 

(c) organizing the disease haplotype data in a database; 



5 



20 



30 



(d) 



statistically analyzing the disease haplotype data to calculate, 
haplotype pair frequencies; 



(e) 



accessing a database containing haplotype data for the 
candidate locus for each member of a healthy reference 
population ("reference haplotype data"); 
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(f) statistically analyzing the reference haplotype data to calculate 
haplotype pair frequencies; and 

(g) when a haplotype pair has a higher frequency in the population 
having the phenotype, condition or disease of interest than in 
the healthy reference population, identifying a correlation of the 
haplotype pair with susceptibility to the disease or condition of 
interest. 

23. The method of claim 22 wherein step (f) is performed after step (d). 

24. The method of claim 22 wherein step (e) is performed before any one of 
steps (b), (c), or (d). 

25. The method of claim 22 wherein step (e) is performed after any one of 
steps (b), (c), or (d). 

26. The method of any one of claims 22-25, wherein the candidate locus is a 
gene or a gene feature. 

27. The method of claim 26, further comprising displaying or outputting the 
identified correlation. 



28. The method of claim 27, further comprising calculating the statistical 
significance of the identified correlation. 

29. The method of claim 28, wherein the providing haplotype data step 
comprises: 

(a) providing a genotype for the individual; 

(b) enumerating all possible haplotype pairs which are consistent 
with the genotype; 

30 (c) for each possible haplotype pair, determining the probability 

that the individual has that haplotype pair, by accessing a 
database containing frequency data for haplotype pairs in a 
reference population; and 
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(d) inferring the individual's haplotype pair based on the 
determined probabilities. 

30. A method of predicting an individual's response to a medical or 
pharmaceutical treatment, comprising: 

(a) selecting at least one candidate gene for which a correlation 
between haplotype content and response to the treatment has 
been identified; 

(b) determining the haplotype pair of the individual for the 
candidate gene or genes; and 



(c) predicting that the individual's response will be the response 
associated haplotype pair with information on the correlation. 

31. The method of claim 30, wherein the selecting step comprises outputting a 
list of candidate genes associated with different responses to the treatment. 

32. The method of claim 31, further comprising storing the haplotype pair. 

33. The method of claim 32, further including generating an error estimate. 

20 34. A computer implemented method for generating a gene structure screen 

for display on a display device, comprising the steps of: 

(a) retrieving from a database and displaying in a first area data 
indicative of the frequencies of occurrence of a gene's 

25 haplotypes within predetermined member groupings of a 

reference population; 

(b) retrieving from a database and displaying in a second area data 
indicative of the frequencies of occurrence of particular 

30 nucleotides for the member groupings; 

(c) retrieving from a database data indicative of gene structure; 

(d) displaying in a third area a graphical representation of gene 
structure that identifies polymorphic sites on the gene; 

35 
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(e) selecting one of the polymorphic sites to cause the appropriate 
nucleotide frequencies to be displayed in the second area. 

35. A computer implemented method for generating a haplotype pair 
frequency screen for display on a display device, comprising the steps of: 

5 

(a) displaying in a first area a plurality of selectable items each 
corresponding to a polymorphic site for a predetermined gene; 

(b) selecting one or more of said selectable items; 

j 0 (c) displaying in a second area the haplotype pairs occurring in a 

reference population for the selected polymorphic sites; 

(d) displaying in a third area data indicative of haplotype 

frequencies for a plurality of member groupings within the 
population. 

36. A computer implemented method for generating a linkage screen for 
display on a display device, comprising the steps of: 

(a) displaying in a first area a graphical scale showing a reference 
20 f° r determining progressive degrees of linkage between 

polymorphic sites in a population; 

(b) displaying in a second area a graphical matrix structure having 
a plurality of grids, where each axis of the structure represents 

25 polymorphic sites on a gene; and where each grid graphically 

displays an indication of degree of linkage between 
polymorphic sites corresponding to that grid, in accordance 
with the reference shown in the first area. 



30 



37. The method of claim 36, wherein color is used as the indication of degree 
of linkage. 

38. A computer implemented method for generating a phylogenetic tree screen 
for display on a display device, comprising the steps of: 



35 



WO 01/01218 



-159- 



PCT/US00/17540 



10 



15 



(a) displaying in a first area a plurality of selectable items each 
corresponding to a polymorphic site for a predetermined gene; 

(b) selecting one or more of said selectable items; 

(c) displaying in a second area a phylogenetic tree structure having 
nodes for each haplotype in a population, where the distance 
between nodes is indicative of the number of nucleotides that 
would have to be flipped to change one haplotype into another. 

39. The method of claim 38, wherein the nodes are connected by links that 
indicate a single nucleotide difference between nodes* 

40. The method of claim 39, wherein the nodes each display an indication of 
ethnogeographic frequency of occurrence of the haplotype represented by the node. 

41. A computer implemented method for generating a genotype analysis 
screen for display on a display device, comprising the steps of: 

(a) displaying a first plurality of selectable items each 
corresponding to a polymorphic site, and a plurality of second 
selectable items each corresponding to a polymorphic site; 

(b) displaying a graphical scale showing a reference for 
determining progressive degrees of haplotype identification 
reliability using genotyping; 

2 5 (c) displaying a graphical matrix structure having a plurality of 

grids, where each axis represents a haplotype indicated by the 
first selectable items; and where each grid graphically displays 
an indication of degree of identification reliability for 
identifying the haplotype corresponding to that grid using 
genotyping specified by the second selectable items, in 
accordance with the reference. 

42. The method of claim 41, wherein the indication of degree is color. 

43. A method of displaying clinical response values of a subject population as 
a function of haplotype pairs of the individuals in the population, comprising: 
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(a) receiving from a computer-readable storage device, data 
representing haplotype pairs and clinical response values for 
the subject population; 

(b) graphically displaying a haplotype pair matrix each of whose 

^ cells contains a graphical representation of the clinical response 

values of individuals having the haplotype pair corresponding 
to that cell of the haplotype pair matrix. 

44. A method of displaying clinical response values of a subject population as 
10 a function of haplotype pairs of the individuals in the population, comprising: 

(a) displaying one or more first selectable items representing 
polymorphic sites for a predetermined gene, which when 
selected, will generate haplotype pairs; 

^ (b) displaying a second selectable item representing a clinical 

response measurement; which, when selected in conjunction 
with the first selectable items will cause display of a haplotype 
pair matrix, each of whose cells contains a graphical 

20 representation of the clinical response values for the selected 

clinical measurement of individuals having the haplotype pair 
corresponding to that cell of the haplotype pair matrix. 

45. The method of claim 43 or 44, wherein the graphical representation of 

c 

25 clinical response values is a color scale or gray scale, the shade of each cell being 

proportional to the mean clinical response value of individuals having the haplotype 
pair corresponding to that cell of the haplotype pair matrix. 

46. The method of claim 45, further comprising displaying a means for 

2Q adjusting the range of mean clinical response values represented by the color scale 
or gray scale, wherein adjustment of the range causes the displayed shade of color 
or gray of the cells of the haplotype pair matrix to be adjusted accordingly. 

47. The method of claim 43 or 44 wherein the graphical representation of data 
^ is a histogram indicating the distribution of individuals across the range of clinical 

response values. 
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48. The method of any one of claims 43, 44, or 45 wherein at least one cell 
includes a selectable area which, when selected, will cause the display of a 
histogram indicating the distribution of individuals across the range of clinical 
response values. 

^ 49. The method of any one of claims 43, 44 or 45 which further comprises 

displaying a selectable item which, when selected, causes the display of the 
statistical significance of the correlations between variation at individual 
polymorphic sites and the clinical response values. 

10 50. The method of claim 43, 44 or 45 which further comprises displaying a 

selectable item which, when selected, displays the numerical mean and standard 
deviation of clinical response values among individuals having each haplotype pair 
in the matrix. 

15 51. The method of claim 43, 44 or 45 which further comprises displaying a 

selectable item which, when selected, causes the display of the results of an analysis 
of variation calculation to permit determination of whether variation in the clinical 
response values between individuals having different haplotype pairs is statistically 
significant. 

20 i 
52. A computer-implemented method for carrying out a genetic algorithm for 
finding an optimal set of weights to fit a function of polymorphic site data to a 
clinical response measurement comprising: 

25 (a) displaying a variable controller for setting the number of 

genetic algorithm generations parameter; 

(b) displaying a variable controller for setting the number of agents 
parameter; 

30 (c) displaying a variable controller for setting the mutation rate 

parameter; 

(d) displaying a variable controller for setting the crossover rate 
parameter; 
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(e) displaying one or more selectable items each corresponding to 
a polymorphic site of a predetermined gene; and 

(f) displaying a selectable item for initiation of the genetic 
algorithm calculation; 

5 

wherein selection of one or more selectable items corresponding to a polymorphic 
site, and selection of the item for initiation of the genetic algorithm calculation, 
results in the execution of the genetic algorithm calculation with the parameters set 
by the variable controllers, and the display of the residual error of the model as a 
10 function of the number of genetic algorithm generations and a display of the results 
of the genetic algorithm calculation showing the optimal weights for each of the 
polymorphic sites. 

53. A computer-implemented method for displaying correlations between 
15 clinical outcome values for a selected population, comprising: 

2) (a) displaying a first plurality of selectable items 
corresponding to the clinical outcome variables; 

3) (b) displaying a second plurality of selectable items 
corresponding to the clinical outcome variables; and 

4) (c) displaying a scatter plot of data points corresponding 
to the individuals in the selected population; 

5) wherein selecting first item from the first plurality of selectable items 

causes each data point to be plotted on the x axis of the scatter plot 
according to the value of the corresponding clinical outcome value for the 
individual associated with the data point, and wherein selection of a second 
item from the second plurality of selectable items causes each data point to 
30 be plotted on the y axis of the scatter plot according to the value of the 

corresponding clinical outcome value for the individual associated with the 
data point. 

54. A method for conducting a clinical trial of a treatment protocol for a 
35 medical condition of interest, comprising: 
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(a) selecting one or more genes (or other loci) known or expected 
to be involved in a particular disease or drug response; 

(b) defining a reference population of healthy individuals with a 
broad and representative genetic background; 

(c) sequencing DNA from each member of the reference 
population; 

(d) determining the haplotypes for each of the selected genes (or 
other loci) for each member of the reference population; 

(e) determining the frequencies, population distributions and 
statistical measures, including confidence limits, for each of the 
determined haplotypes; 

(£) recruiting a trial population of individuals who have the 
medical condition of interest; 

(g) treating individuals in the trial population according to the 

treatment protocol, and measuring their response to treatment; 

20 O 1 ) determining the haplotypes for each of the selected genes (or 

other loci) for each member of the trial population; 

(i) determining the correlations between individual responses to 
the treatment and individual haplotype content for each of the 
25 selected genes (or other loci); and 

0) from these correlations, constructing a model that predicts the 
response of an individual to the treatment, given the 
individual's haplotype content. 

30 55. The method of claim 54, further comprising the step of deriving from the 

haplotype distribution found for the reference population a reduced set of 
genotyping markers, which allow an individual's haplotypes to be accurately 
predicted without conducting a complete molecular haplotype analysis, and using 
the reduced set of genotype markers to determine haplotypes in step (h). 

«3J 
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56. A method of inferring genotypes of individual subjects for a selected gene 
having at least m polymorphic sites, comprising 

(a) providing a database of m-site haplotypes of the selected gene 
from a representative cohort of individuals; 

(b) tabulating the frequency of occurrence for each of the 
haplotypes; 

(c) constructing a list of all genotypes that could result from all 
possible pairs of observed haplotypes; 

(d) calculating the expected frequency of these genotypes 
assuming the Hardy- Weinberg equilibrium; 

(e) generating a complete set of all possible masks of the same 
length m as the haplotypes, wherein each mask blocks the 
identity of the nucleotides at m-n polymorphic sites and admits 
the identity of nucleotides at the other n sites; 

(f) for each mask, calculating how much ambiguity results from 
genotyping with only the n polymorphic sites whose identity is 
admitted by the mask; 

(g) from among those masks having an acceptable level of 
ambiguity, selecting a mask which has the lowest value of n\ 

22 (h) genotyping the subjects by measuring only the n polymorphic 

sites that are admitted by the selected mask; and 

(i) assigning to each subject having a particular n-site haplotype, 
the full m-site haplotype of a member of the initial cohort 
having the same «-site haplotype. 

57. The method of claim 56, wherein the calculation of ambiguity for a mask 
comprises 

(a) identifying all pairs of genotypes that are rendered identical by 
35 application of the mask; 
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(b) calculating the geometric mean of the calculated Hardy- 
Weinberg frequencies of each pair of genotypes identified in 
step (a); 

(c) summing all such geometric means for all ambiguous pairs to 
5 obtain an ambiguity score for the mask. 

58. The method of either of claims 56 or 57, wherein, if application of the 
selected screen causes an ambiguity in that two haplotype pairs A and B exist that 
could explain a given genotype, and the Hardy- Weinberg equilibrium predicts 

10 probabilities p A and pe, where p A + Pb = 1, the assignment of a haplotype pair is 
carried out by a process comprising 

(a) selecting a random number between 0 and 1 ; 

(b) if the random number is less than or equal to p A , assigning the 
^ haplotype pair A; and 

(c) if the number is greater than p A , assigning the haplotype pair B. 

59. A method of determining polymorphic sites or sub-haplotypes that 
correlate with a clinical response or outcome of interest, comprising: 

20 

(a) providing haplotype information, and clinical response or 
outcome data (clinical outcome values) from a cohort of 
subjects; 

2j 0>) statistically analyzing each individual SNP in the haplotype for 

the degree to which it correlates with the clinical outcome 
values, and generating a numerical measure of the degree of 
correlation; 



30 
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(c) saving for further processing those individual SNPs whose 
numerical measure of the degree of correlation with the clinieal 
outcome values exceeds a first cut-off value; 

(d) generating all possible pair- wise combinations of the saved 
SNPs so as to provide a set of rt-site sub-haplotypes where n = 
2; 
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(e) statistically analyzing each newly generated it-site sub- 

haplotype for the degree to which it correlates with the clinical 
outcome values and calculating a numerical measure of the 
degree of correlation; 

5 (f) saving for further processing those w-site sub-haplotypes whose 

numerical measure of the degree of correlation with the clinical 
outcome values exceeds the first cut-off value; 

(g) generating all possible pair-wise combinations among and 
between the saved SNPs and saved sub-haplotypes, to produce 
new subhaplotypes with increased values of n; 

(h) repeating steps (e) through (g) until either (i) no new sub- 
haplotypes can be generated, or (ii) no further sub-haplotypes 

15 having n less than a pre-selected limit can be generated. 

60. The method of claim 59, further comprising the step of displaying those 
saved SNPs and sub-haplotypes whose numerical measure of the degree of 
correlation with the clinical outcome value exceeds a second cut-off value, wherein 

20 the second cut-off value is greater than the first cut-off value. 

61 . The method of claim 59, wherein the numerical measure of degree of 
correlation is replaced by the p- value for the correlation, and SNPs and sub- 
haplotypes are saved if the p-value is less than a first cut-off value. 

25 62. The method of claim 61, further comprising the step of displaying those 

saved SNPs and sub-haplotypes whose p-value for the correlation with the clinical 
outcome value is less than a second cut-off value, wherein the second cut-off value 
is less than the first selected value. 

30 63. The method of any one of claims 59-62, further comprising the step of 

excluding from further processing complex subhaplotypes which are constructed 
from smaller sub-haplotypes, where the smaller sub-haplotypes each have 
correlation values that are at least as significant as that of the complex sub- 

35 haplotype. 
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64. A method of determining polymorphic sites or sub-haplotypes that 
correlate with a clinical response or outcome of interest, comprising: 

(a) providing single gene haplotype information for one or more 
genes, and clinical response or outcome data, from a cohort of 

^ subjects; 

(b) statistically analyzing each single gene haplotype for the degree 
to which it correlates with the clinical response or outcome of 
interest, and calculating a numerical measure of the degree of 

10 correlation; 

(c) saving for further processing those haplotypes whose numerical 
measure of the degree of correlation with the clinical response 
or outcome of interest exceeds a first selected value; 

(d) for each haplotype composed of m polymorphic sites, 
generating all possible sub-haplotypes having a single site 
masked, so as to provide a set of sub-haplotypes having (m-n) 
sites, where n — 1 ; 

(e) statistically analyzing each newly generated sub-haplotype for 
the degree to which it correlates with the clinical response or 
outcome of interest, and calculating a numerical measure of the 
degree of correlation; 

(f) saving for further processing those sub-haplotypes whose 
numerical measure of the degree of correlation with the clinical 
response or outcome of interest exceeds the first selected value; 

(g) from the saved sub-haplotypes, generating all possible sub- 
haplotypes having one additional site masked; 

(h) repeating steps (e) through (g) until either (i) no new sub- 
haplotypes have a degree of correlation which exceeds the first 
selected value, or (ii) no further sub-haplotypes having more 
unmasked sites than a pre-selected limit can be generated. 
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65. The method of claim 64, further comprising the step of displaying those 
saved sub-haplotypes whose numerical measure of the degree of correlation with the 
clinical response or outcome of interest exceeds a second selected value, wherein 
the second selected value is greater than the first selected value. 

5 66. The method of claim 64, wherein the numerical measure of degree of 

correlation is replaced by the p-value for the correlation, and sub-haplotypes are 
saved if the p-value is less than a fI3st selected value. 

67. The method of claim 66, further comprising the step of displaying those 
10 saved sub-haplotypes whose p-value for the correlation with the clinical response or 

outcome of interest is less than a second selected value, wherein the second selected 
value is less than the first selected value. 

68. The method of any one of claims 64-67, further comprising the step of 
15 excluding from further processing complex subhaplotypes which are constructed 

from smaller sub-haplotypes, where each of the smaller sub-haplotypes has 
correlation values that are at least as significant as that of the complex sub- 
haplotype. 

20 69. A computer-usable medium having computer-readable program code 

stored thereon, for causing a computer to adjust observed haplotype pair frequencies 
within a population group, said haplotype pair frequencies being stored in a 
computer-readable database of haplotype information for a gene or gene feature of 
interest, the computer-readable program code comprising: 

25 

(a) computer-readable program code for causing a computer to 
access said database and generate all possible haplotype pairs 
consistent with the stored genotypes; 

30 0>) computer-readable program code for causing a computer to 

calculate the expected frequency of the generated haplotypes and 
haplotype pairs according to the Hardy- Weinberg equilibrium, based 
upon the observed distribution of haplotypes or haplotype pairs in the 
population; and 

(c) computer-readable program code for causing a computer to 
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select the most probable haplotype pair for the individual based on 
the observed. 

70. The computer-usable medium of claim 69, further comprising computer- 
readable program code stored thereon for causing a computer to correct the stored 

^ distribution of haplotypes or haplotype pairs for effects imposed by the presence of 
a limited number of individuals in the population. 

71. The computer-usable medium of claim 69, further comprising computer- 
readable program code stored thereon for causing a computer to validate haplotype 

10 pair assignments by analyzing for compliance of the assigned haplotype pair with 
Mendelian inheritance principles. 

72. The computer-usable medium of claim 69, wherein the population is 
selected from the group consisting of a reference population, a clinical population, a 

15 disease population, an ethnic population, a family population and a same-sex 
population. 

73. A computer-usable medium having computer-readable program code 
stored thereon, for causing haplotype pair assignments to be made to an individual 

20 member of a population whose genotype information for a gene or gene feature of? 

interest is stored in a computer-readable form, the computer-readable program code 
comprising: 

(a) computer-readable program code for causing a computer to 
25 generate all possible haplotype pairs consistent with the stored 

genotype; 

(b) computer-readable program code for causing a computer to 
access a database containing reference haplotype pair frequency 

2q data and to determine from the frequency data the probability, 

for each of the possible haplotype pairs, that the individual has 
the possible haplotype pair; and 

(c) computer-readable program code for causing a computer to 
- - select the most probable haplotype pair for the individual. 
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74. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to identify a correlation between a clinical 
response to a treatment or other phenotype and a haplotype or haplotype pair present 
at a candidate locus hypothesized to be associated with the clinical response other 

5 phenotype, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
access a database containing data on clinical responses to 
treatments, or other phenotypes, exhibited by individuals in a 

1 o clinical population; 

(b) computer-readable program code for causing a computer to 
access a database containing haplotype data for each individual 
of the clinical population, the haplotype data comprising 

j 5 information on a plurality of polymorphic sites present at the 

candidate locus; and 

(c) computer-readable program code for causing a computer to. 
calculate the degree of correlation between haplotype pairs and 

2Q the clinical response to the treatment or other phenotype, by 

statistical analysis of the haplotype and clinical response data. 

75. The computer-usable medium of claim 74, wherein the treatment 
comprises administration of a drug or drug candidate. 

25 76. The computer-usable medium of claim 74, wherein the candidate locus is 

a gene or a gene feature. 

77. The computer-usable medium of claim 74, further comprising computer- 
readable program code stored thereon for causing a computer to store, display, or 

30 output the degree of correlation. 

78. The computer-usable medium of claim 74, further comprising computer- 
readable program code stored thereon for causing a computer to calculate the 
statistical significance of the correlation. 
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79. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to identify a correlation between an 
individual's susceptibility to a condition or disease of interest, or other phenotype, 
and a haplotype or haplotype pair present at a candidate locus hypothesized to be 

5 associated with susceptibility to the condition or disease of interest, or with a 
phenotype of interest, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
access haplotype data for the candidate locus for each member 

10 of a population having the phenotype or condition or disease of 

interest ("disease haplotype data"); 

(b) computer-readable program code for causing a computer to 
statistically analyze the disease haplotype data to calculate 4 
haplotype or haplotype pair frequencies; 

(c) computer-readable program code for causing a computer to 
access a database containing haplotype data for the candidate 
locus for each member of a healthy reference population 
("reference haplotype data"); 

(d) computer-readable program code for causing a computer to 
statistically analyze the reference haplotype data to calculate 
haplotype or haplotype pair frequencies; and 

25 (e) computer-readable program code for causing a computer to 

identify a correlation of a haplotype or haplotype pair with 
susceptibility to the disease or condition of interest, or with the 
phenotype of interest, when the haplotype or haplotype pair has 
a higher frequency in the population having the phenotype, 
condition or disease of interest than in the reference population. 

80. The computer-usable medium of claim 79, wherein the candidate locus is 
a gene or a gene feature. 
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81. The computer-usable medium of claim 79, further comprising computer- 
readable program code stored thereon for causing a computer to store, display, or 
output the identified correlation. 

82. The computer-usable medium of claim 79, further comprising computer- 
^ readable program code stored thereon for causing a computer to calculate the 

statistical significance of the correlation. 

83. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to predict an individual's response to a 

10 medical or pharmaceutical treatment based on one or more selected haplotypes or 
haplotype pairs of the individual, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
access a database of correlations between haplotypes or 

15 haplotype pairs and responses to the medical or pharmaceutical 

treatment in a reference population; 

(b) computer-readable program code for causing a computer to 
locate haplotypes or haplotype pairs in the database that match 

20 the selected haplotype pairs of the individual, and 

(c) computer-readable program code for causing a computer to 
predict that the individual's response will be the response or 
responses associated in the database with the selected haplotype 

25 or haplotype pair. 

84. The computer-usable medium of claim 83, further comprising computer- 
readable program code stored thereon for causing a computer to generate an error 
estimate for the prediction. 

30 85. A computer-usable medium having computer-readable program code 

stored thereon, for causing a computer to display a gene's structure and gene 
features on a display device, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
35 retrieve from a database, and display in a first area of the 
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display device, data indicative of the frequencies of occurrence 
of a gene's haplotypes within predetermined member groupings 
of a reference population; 

(b) computer-readable program code for causing a computer to 

5 retrieve from a database data indicative of the gene's structure 

and gene features; 

(c) computer-readable program code for causing a computer to 
display in a second area of the display device a graphical 

10 representation of the gene's structure, user-selectable items 

indicating the location of gene features, and graphical 
indicators of the location of polymorphic sites on the gene; 

(d) computer-readable program code for causing a computer to 
15 display in a third area of the display device, in response to a 

user's selection of an item indicating a gene feature, a graphical 
representation of the structure of the gene feature having user- 
selectable items indicating the position of polymorphic sites; 
and 
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(e) computer-readable program code for causing a computer to 
retrieve from a database, and display in a third area of the 
display device, in response to a user's selection of an item 
indicating the position of a polymorphic site, data indicative of 
the frequencies within the member groupings of the occurrence 
of particular nucleotides at the polymorphic site. 

86. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to display on a display device haplotype pair 
frequency data within a population of individuals, for a selected gene or gene 
feature, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
display on the display device a plurality of selectable items, 



WO 01/01218 



-174- 



PCT/US00/17540 



each item corresponding to a polymorphic site in the gene or 
gene feature; 

(c) computer-readable program code for causing a computer to 
retrieve from a database and display on the display device, in 

5 response to a user's selection of one or more items indicating 

polymorphic sites, individual haplotype pairs in the database 
that differ at one or more of the selected polymorphic sites; and 

(d) computer-readable program code for ca sing a computer to 

*0 display on the display device data indicative of the frequencies 

of the displayed haplotype pairs within one or more member 
groupings within the population, 

87. A computer-usable medium having computer-readable program code 

15 stored thereon, for causing a computer to display on a display device polymorphic 
site linkage data for a gene or gene structure of interest, the computer-readable 
program code comprising: 

(a) computer-readable program code for causing a computer to 
20 display on the display device one or more matrix structures, 

wherein the axes of each matrix structure represent the 
polymorphic sites in the gene or gene feature of interest, and 
wherein each matrix structure corresponds to a different 
population or population group; and 

(b) computer-readable program code for causing a computer to 
display on the display device, in each cell of a matrix structure, 
a graphical indication of degree of linkage between the twp 
polymorphic sites corresponding to the coordinates of the cell 
in the matrix. 

88. The computer-usable medium of claim 87, wherein color is used as the 
graphical indication of degree of linkage, and wherein the medium further 
comprises computer-readable program code stored thereon for causing a computer 
to display a reference color scale relating color to degree of linkage. 



25 



30 



35 



WO 01/01218 



-175- 



PCT/US00/17540 



89. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to display on a display device a phylogenetic 
tree, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 

^ display a plurality of selectable items, each corresponding to a 

polymorphic site in the gene or gene feature of interest; and 

(b) computer-readable program code for causing a computer to 
display a phylogenetic tree structure having a node for each 

10 haplotype in a population, where the distance between nodes is 

proportional to the minimum number of nucleotides that would 
have to be changed to interconvert the corresponding 
haplotypes. 

15 90. The computer-usable medium of claim 89, further comprising computer- 

readable program code stored thereon for causing a computer to display connections 
between the nodes that indicate a single nucleotide difference between the 
haplotypes repesented by the nodes. 

20 91. The computer-usable medium of claim 89, further comprising computer- 

readable program code stored thereon for causing a computer to display at each 
node an indication of the relative frequency of occurrence of the haplotype 
represented by the node among different population groups. 

25 92. A computer-usable medium having computer-readable program code 

stored thereon, for causing a computer to display a genotype analysis screen on a 
display device, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
2q display a first plurality of selectable items, each corresponding 

to a polymorphic site^ and a second plurality of selectable 
items, each corresponding to a polymorphic site; 

(b) computer-readable program code for causing a computer to 
2£ display on the display device a matrix structure, wherein the 

axes of the matrix structure represent haplotypes in the gene or 



WO 01/01218 



-176- 



PCT/US00/17540 



gene feature of interest that vary at the polymorphic sites 
selected from the first plurality of selectable items; and 

(c) computer-readable program code for causing a computer to 
display on the display device, in each cell of the matrix 
5 structure, a graphical indication of the reliability of the 

assignment to an individual of the haplotype pair corresponding 
to the coordinates of the cell in the matrix, when the individual 
is genotyped only at the polymorphic sites selected from the 
10 second plurality of selectable items. 

93. The computer-usable medium of claim 92, wherein color is used as the 
graphical indication of reliability of haplotype pair assignment, and wherein the 
medium further comprises computer-readable program code stored thereon for 

J5 causing a computer to display a reference color scale relating color to reliability of 
haplotype pair assignment. 

94. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to display clinical response values, or other 
phenotype data, of a subject population as a function of haplotype pairs of the 
individuals in the population, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
retrieve from a computer-readable storage device, data 
representing haplotype pairs and clinical response values, or 
other phenotype data, for the subject population; and 

(b) computer-readable program code for causing a computer to 
graphically display a haplotype pair matrix structure, each of 
whose cells contains a graphical representation of the clinical 
response values or other phenotype data of individuals having 
the haplotype pair corresponding to the coordinates of that cell 
in the haplotype pair matrix. 

95. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to display on a display device clinical 
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response values, or other phnotypic data, of a subject population as a function of the 
haplotype pairs of the individuals in the population for a gene or gene feature of 
interest, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
^ display one or more first selectable items representing 

polymorphic sites of the gene of gene feature; 

(b) computer-readable program code for causing a computer to 
display one or more second selectable items representing 

10 clinical measurements or phenotypes; and 

(c) computer-readable program code for causing a computer to 
display on the display device, in response to the selection by 
the user of at least one first and second selectable items, a 

15 haplotype pair matrix structure, wherein the axes of the matrix 

structure represent haplotypes in the gene or gene feature of 
interest that vary at the polymorphic sites corresponding to the 
first selected item or items, and wherein each of the cells of the 
matrix contains a graphical representation of the mean clinical 
response value, or other phenotype data, for the clinical 
measurement represented by the selected second item, of 
individuals having the haplotype pair corresponding to the 
coordinates of the cell in the haplotype pair matrix. 

96. The computer-usable medium of claim 94 or 95, wherein color is used as 
the graphical indication of mean clinical response value, or other phenotype data, 
and wherein the medium further comprises computer-readable program code stored 
thereon for causing a computer to display a reference color scale relating color to 

30 mean clinical response value. 

97. The computer-usable medium of claim 96, wherein the medium further 
comprises: 

(a) computer-readable program code stored thereon for causing a 
computer to display a means for adjusting the range of mean 
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clinical response values or other phenotype data represented by 
the reference color scale; and 

(b) computer-readable program code stored thereon for causing a 
computer, in response to the adjustment of the range of clinical 
^ response values or other phenotype data represented by the 

reference color scale, to adjust the color of the cells of the 
haplotype pair matrix. 

98. The computer-usable medium of claim 94 or 95, wherein the graphical 

10 representation of data is a histogram indicating the distribution of individuals across 
the range of clinical response values or other phenotype data. 

99. The computer-usable medium of any one of claims 94, 95, or 96, wherein 
at least one cell in the displayed matrix includes a selectable area, and wherein the 

15 medium further comprises computer-readable program code stored thereon for 

causing a computer to display, for individuals having the haplotype pair represented 
by the coordinates of the cell in the matrix, a histogram indicating the distribution of 
the individuals across the range of clinical response values. 

20 1 00- Th e computer-usable medium of any one of claims 94, 95, or 96, 

which further comprises computer-readable program code stored thereon for 
causing a computer to display a third selectable item, and computer-readable 
program code stored thereon for causing a computer to display, in response to 
selection of the third selectable item by the user, the statistical significance of the 
correlations between variation at individual polymorphic sites and the clinical 
response values. 

101. The computer-usable medium of any one of claims 94, 95, or 96, 
which further comprises computer-readable program code stored thereon for 

30 

causing a computer to display a fourth selectable item, and computer-readable 
program code stored thereon for causing a computer to display, in response to 
selection of the fourth selectable item by the user, the numerical mean and standard 
deviation of clinical response values among individuals having each haplotype pair 
35 in the matrix. 



WO 01/01218 PCT/US00/17540 

-179- 



1 02. The computer-usable medium of any one of claims 94, 95, or 96, 
which further comprises computer-readable program code stored thereon for 
causing a computer to display a fifth selectable item, and computer-readable 
program code stored thereon for causing a computer to display, in response to 
5 selection of the fifth selectable item by the user, the results of an analysis of 

variation calculation to permit determination of whether variation in the clinical 
response values between individuals having different haplotype pairs is statistically 
significant. 

10 103. A computer-usable medium having computer-readable program code 

stored thereon, for causing a computer to carry out a genetic algorithm for finding 
an optimal set of weights to fit a function of polymorphic site data for a gene or 
gene feature of interest to a clinical response measurement, the computer-readable 
program code comprising: 

15 

(a) computer-readable program code for causing a computer to 
display a variable controller for setting the number of genetic 
algorithm generations parameter; 

(b) computer-readable program code for causing a computer to 
display a variable controller for setting the number of agents 
parameter; 

(c) computer-readable program code for causing a computer to 
display a variable controller for setting the mutation rate 

2 5 

parameter; 

(d) computer-readable program code for causing a computer to 
display a variable controller for setting the crossover rate 
parameter; 

30 

(e) computer-readable program code for causing a computer to 
display one or more selectable items each corresponding to a 
polymorphic site of the gene or gene feature of interest; and 
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(f) computer-readable program code for causing a computer to 
displaying a selectable item for initiation of the genetic 
algorithm calculation; and 

(g) computer-readable program code for causing a computer, in 

^ response to the selection by the user of one or more selectable 

items corresponding to a polymorphic site, and selection by the 
user of the item for initiation of the genetic algorithm 
caclulation, to execute the genetic algorithm calculation with 
10 the parameters set by the variable controllers, and to display on 

a display device (i) the residual error of the model as a function 
of the number of genetic algorithm generations, and (ii) the 
results of the genetic algorithm calculation showing the optimal 
weights for each of the polymorphic sites. 

15 

1 04. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to display on a display device correlations 
between clinical outcome values obtained from selected clinical outome measures 
for a selected population, the computer-readable program code comprising: 

20 

6) (a) * computer-readable program code for causing a 
computer to display a first plurality of selectable items 
corresponding to clinical outcome measurements; 

7) (b) computer-readable program code for causing a 

25 

computer to display a second plurality of selectable items 
corresponding to clinical outcome measurements; and 

8) (c) computer-readable program code for causing a 
computer to display a scatter plot of data points, each data point 

30 

corresponding to an individual in the selected population; 

9) (d) computer-readable program code for causing a 
computer, in response to selection by the user of an item from 
among the first plurality of selectable items, to locate each data 

35 

point along the x axis of the scatter plot according to the 
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clinical outcome value for the associated individual from the 
clinical measurement represented by the selected item; and 

1 0) (e) computer-readable program code for causing the 

computer, in response to selection by the user of an item from 
^ among the second plurality of selectable items, to locate each 

data point along the y axis of the scatter plot according to the 
clinical outcome value for the associated individual from the 
clinical measurement represented by the selected item. 

10 105. A computer-usable medium having computer-readable program code 

stored thereon, for causing a computer to provide information of use in conducting a 
clinical trial of a treatment protocol for a medical condition of interest, the 
computer-readable program code comprising: 

15 (a) computer-readable program code for causing a computer to 

access a database of DNA sequence data for selected genes or 
other loci in a reference population of individuals, and to access 
a database of (or accept as input) DNA sequence data for 
selected genes or other loci in a clinical trial population of 
individuals; 

(b) computer-readable program code for causing a computer to 
assign to each member of the reference population haplotypes 
for each of the selected genes or other loci; 

25 

(c) computer-readable program code for causing a computer to 
calculate the frequencies, population distributions and 
statistical measures, including confidence limits, for each of the 
assigned haplotypes in the reference population; 

30 

(d) computer-readable program code for causing a computer to 
assign to each member of a trial population haplotypes for each 
of the selected genes or other loci, based upon the frequencies, 
population distributions and statistical measures calculated in 

35 

the reference population; 
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V 

(e) computer-readable program code for causing a computer to 
determinine the correlations between individual responses to 
the treatment and individual haplotypes, for each of the selected 
genes or other loci; 

^ (f) computer-readable program code for causing a computer to 

accept as input an individual's DNA sequence data or 
haplotypes for one or more of the selected genes or other loci; 
and 

10 (g) computer-readable program code for causing a computer to 

display or output the expected response of the individual to the 
treatment, based on the determined correlations between 
individual responses to the treatment and individual haplotypes. 

15 106. The computer-usable medium of claim 105, which further comprises: 

(a) computer-readable program code stored thereon for causing a 
computer to derive from the haplotype distribution found for 
the reference population a reduced set of genotyping markers, 

20 which allow an individual's haplotypes to be accurately 

predicted without conducting a complete molecular haplotype 
analysis; and 

(b) computer-readable program code stored thereon for causing a 
25 computer to use the reduced set of genotype markers to assign 

haplotypes. 

107. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to infer genotypes of individual subjects for a 
2Q selected gene having at least m polymorphic sites, the computer-readable program 
code comprising: 

(a) computer-readable program code for causing a computer to 
access a database of m-site haplotypes of the selected gene 
from a representative cohort of individuals; 
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(b) computer-readable program code for causing a computer to 
tabulate the frequency of occurrence for each of the haplotypes; 

(c) computer-readable program code for causing a computer to 
construct a list of all genotypes that could result from all 
possible pairs of observed haplotypes; 

(d) computer-readable program code for causing a computer to 
calculate the expected frequency of these genotypes assuming 
the Hardy- Weinberg equilibrium; 

(e) computer-readable program code for causing a computer to 
generate a complete set of all possible masks of the same length 
m as the haplotypes, wherein each mask blocks the identity of 
the nucleotides at m-n polymorphic sites and admits the identity 

15 of nucleotides at the other n sites; 

(f) computer-readable program code for causing a computer to for 
calculate, for each mask, how much ambiguity results from 
genotyping with only the n polymorphic sites whose identity is 

20 admitted by the mask; 

(g) computer-readable program code for causing a computer to 
output or display on a display device the calculated ambiguity 
for one or more masks. 

25 1 08. The computer-usable medium of claim 1 07, which further comprises 

computer-readable program code stored thereon for causing a computer to calculate 
the level of ambiguity for a mask, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
30 identify all pairs of genotypes that are rendered identical by 

application of the mask; 

(b) computer-readable program code for causing a computer to 
calculate the geometric mean of the calculated Hardy- Weinberg 

35 frequencies of each pair of genotypes rendered identical by 
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application of the mask; 

(c) computer-readable program code for causing a computer to 

sum all such geometric means for all ambiguous pairs to obtain 
an ambiguity score for the mask. 

5 

109. The computer-usable medium of claims 107 or 108, which further 
comprises computer-readable program code stored thereon for causing a computer 
to assign a haplotype pair to an individual having an ambiguous genotype, the 
computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
calculate, for two haplotype pairs A and B that could explain a 
given genotype, the Hardy- Weinberg equilibrium probabilities 
p A and p B , where p A + Pb = U 

(b) computer-readable program code for causing a computer to 
assign a haplotype pair by a process comprising 

(i) selecting a random number between 0 and 1 ; 

(ii) if the random number is less than or equal to p A > assigning 
the haplotype pair A; and 

(iii) if the number is greater than p A , assigning the haplotype 
pair B. 

110. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to determine polymorphic sites or sub- 
haplotypes that correlate with a clinical response or outcome of interest, or other 
phenotype, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
access a database containing haplotype information, and clinical 
response or outcome data (clinical outcome values) or other 
phenotype data, from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each individual SNP in the haplotype for the 
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degree to which it correlates with the clinical outcome values or 
other phenotype data, and generating a numerical measure of the 
degree of correlation; 

(c) computer-readable program code for causing a computer to store 
5 for further processing those individual SNPs whose numerical 

measure of the degree of correlation with the clinical outcome 
values or other phenotype data exceeds a first cut-off value; 

(d) computer-readable program code for causing a computer to 

10 generate all possible pair-wise combinations of the saved SNPs 

so as to provide a set of w-site sub-haplotypes where n = 2; 

(e) computer-readable program code for causing a computer to 
statistically analyze each newly generated w-site sub-haplotype 

15 for the degree to which it correlates with the clinical outcome 

values or other phenotype data, and calculate a numerical 
measure of the degree of correlation; 

(f) computer-readable program code for causing a computer to store 
20 f° r further processing those w-site sub-haplotypes whose 

numerical measure of the degree of correlation exceeds the first 
cut-off value; 

(g) computer-readable program code for causing a computer to 

25 generate all possible pair-wise combinations among and between 

the saved SNPs and saved sub-haplotypes, to produce new 
subhaplotypes with increased values of n\ 

(h) computer-readable program code for causing a computer to repeat 
2q steps (e) through (g) until either (i) no new sub-haplotypes can be 

generated, or (ii) no further sub-haplotypes having n less than a 
pre-selected or user-selected limit can be generated. 

111. The computer-usable medium of claim 1 1 0, which further comprises 
^ computer-readable program code stored thereon for causing a computer to display 
those saved SNPs and sub-haplotypes whose numerical measure of the degree of 
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correlation with the clinical outcome value or other phenotype exceeds a second cut- 
off value, wherein the second cut-off value is greater than the first cut-off value. 

112. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to determine polymorphic sites or sub- 
^ haplotypes that correlate with a clinical response or outcome of interest, or other 

phenotype, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
access a database containing haplotype information, and clinical 

10 response or outcome data (clinical outcome values) or other 

phenotype data, from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each individual SNP in the haplotype for the 

15 degree to which it correlates with the clinical outcome values or 

other phenotype data, and calculate the p-value for the degree of 
correlation; 

(c) computer-readable program code for causing a computer to store 
20 f° r further processing those individual SNPs whose p-value for 

the degree of correlation does not exceed a first cut-off value; 

(d) computer-readable program code for causing a computer to 
generate all possible pair-wise combinations of the saved SNPs 

25 so as to provide a set of w-site sub-haplotypes where n = 2; 

(e) computer-readable program code for causing a computer to 
statistically analyze each newly generated n-site sub-haplotype 
for the degree to which it correlates with the clinical outcome 

3Q values or other phenotype data, and calculate the p-value for the 

degree of correlation; 

(f) computer-readable program code for causing a computer to store 
for further processing those w-site sub-haplotypes whose p-value 

^ for the degree of correlation does not exceed the first cut-off 

value; 
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(g) computer-readable program code for causing a computer to 

generate all possible pair-wise combinations among and between 
the saved SNPs and saved sub-haplotypes, to produce new 
subhaplotypes with increased values of n\ 

$ (h) computer-readable program code for causing a computer to repeat 

steps (e) through (g) until either (i) no new sub-haplotypes can be 
generated, or (ii) no further sub-haplotypes having n less than a 
pre-selected or user-selected limit can be generated. 

10 113. The computer-usable medium of claim 110, which further comprises 

computer-readable program code stored thereon for causing a computer to display 
those saved SNPs and sub-haplotypes whose p- value for the degree of correlation 
with the clinical outcome value or other phenotype does not exceed a second cut-off 
value, wherein the second cut-off value is less than the first cut-off value. 
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1 14. The computer-usable medium of claims 110-113, which further 
comprises computer-readable program code stored thereon for causing a computer 
to exclude from further processing complex subhaplotypes which are constructed 
from smaller sub-haplotypes, where the smaller sub-haplotypes each have 
correlation values that are at least as significant as that of the complex sub- 
haplotype. 

115. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to determine polymorphic sites or sub- 
haplotypes that correlate with a clinical response or outcome of interest, or other 
phenotype of interest, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
access a database containing single gene haplotype information 
for one or more genes,, and clinical response, outcome data, or 
other phenotype data from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each single gene haplotype for the degree to 
which it correlates with the clinical response, outcome, or 
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phenotype of interest, and to generate a numerical measure of the 
degree of correlation; 

(c) computer-readable program code for causing a computer to store 
for further processing those haplotypes whose numerical measure 

5 of the degree of correlation exceeds a first cut-off value; 

(d) computer-readable program code for causing a computer to 
generate, for each haplotype composed of m polymorphic sites, 
all possible sub-haplotypes having a single site masked, so as to 

10 provide a set of m-n site sub-haplotypes where n = 1 ; 

(e) computer-readable program code for causing a computer to 
statistically analyze each newly generated sub-haplotype for the 
degree to which it correlates with the clinical response, outcome, 

15 or phenotype of interest, and calculating a numerical measure of 

the degree of correlation; 

(f) computer-readable program code for causing a computer to save 
for further processing those sub-haplotypes whose numerical 

20 measure of the degree of correlation exceeds the first cut-off 

value; 

(g) computer-readable program code for causing a computer to 
generate, from the saved sub-haplotypes, all possible sub- 

25 haplotypes having one additional site masked; 

(h) computer-readable program code for causing a computer to repeat 
steps (e) through (g) until either (i) no new sub-haplotypes have a 
degree of correlation which exceeds the first cut-off value, or (ii) 

2Q no further sub-haplotypes having more unmasked sites than a 

pre-selected limit can be generated. 

116. The computer-usable medium of claim 115, which further comprises 
computer-readable program code stored thereon for causing a computer to display 
^ those saved sub-haplotypes whose numerical measure of the degree of correlation 
with the clinical response data, outcome value, or other phenotype data exceeds a 
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second cut-off value, wherein the second cut-off value is greater than the first cut- 
off value. 

117. A computer-usable medium having computer-readable program code 
stored thereon, for causing a computer to determine polymorphic sites or sub- 
^ haplotypes that correlate with a clinical response or outcome of interest, or other 
phenotype of interest, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
access a database containing single gene haplotype information 

10 for one or more genes, and clinical response, outcome data, or 

other phenotype data from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each single gene haplotype for the degree to 

15 which it correlates with the clinical response, outcome, or 

phenotype of interest, and to calculate the p-value for the degree 
of correlation; 

(c) computer-readable program code for causing a computer to store 
20 for further processing those haplotypes whose p-value for the 

degree of correlation does not exceed a first cut-off value; 

(d) computer-readable program code for causing a computer to 
generate, for each haplotype composed of m polymorphic sites, 

25 all possible sub-haplotypes having a single site masked, so as to 

provide a set of m-n site sub-haplotypes where n = 1 ; 

(e) computer-readable program code for causing a computer to 
statistically analyze each newly generated sub-haplotype for the 

3Q degree to which it correlates with the clinical response, outcome, 

or phenotype of interest, and calculating the p-value for the 
degree of correlation; 

(f) computer-readable program code for causing a computer to save 
25 for further processing those sub-haplotypes whose p-value for the 

degree of correlation does not exceed the first cut-off value; 
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(g) computer-readable program code for causing a computer to 
generate, from the saved sub-haplotypes, all possible sub- 
haplotypes having one additional site masked; 

(h) computer-readable program code for causing a computer to repeat 
5 steps (e) through (g) until either (i) no new sub-haplotypes have a 

p- value which does not the first cut-off value, or (ii) no further 
sub-haplotypes having more unmasked sites than a pre-selected 
limit can be generated. 

10 118. The computer-usable medium of claim 1 1 7, which further comprises 

computer-readable program code stored thereon for causing a computer to display 
those saved sub-haplotypes whose p-value for the degree of correlation with the 
clinical response, outcome, or phenotype of interest does not exceed a second cut- 
off value, wherein the second cut-off value is less than the first cut-off value. 



15 



20 



25 



30 



35 



119. The computer-usable medium of claims 115-118, which further 
comprises computer-readable program code stored thereon for causing a computer 
to exclude from further processing complex sub-haplotypes which are constructed 
from smellier sub-haplotypes, where the smaller sub-haplotypes each have 
correlation values that are at least as significant as that of the complex sub- 
haplotype. 

1 20. A computer programmed to cause haplotype pair assignments to be 
made to an individual member of a population whose genotype information for a 
gene or gene feature of interest is stored in a computer-readable form, the computer 
comprising a memory having at least one region for storing computer executable 
program code and a processor for executing the program code stored in memory, 
wherein the program code includes: 

computer-readable program code for causing a computer to generate 
all possible haplotype pairs consistent with the stored genotype; 

computer-readable program code for causing a computer to calculate 
the frequency of the haplotypes and haplotype pairs according to the 
Hardy- Weinberg equilibrium, based upon the observed distribution 
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of haplotypes or haplotype pairs in the population; and 

computer-readable program code for causing a computer to select the 
most probable haplotype pair for the individual. 

121. The computer of claim 120, wherein the program code further 
includes computer-readable program code for causing a computer to correct the 
stored distribution of haplotypes or haplotype pairs for effects imposed by the 
presence of a limited number of individuals in the population. 

122. The computer of claim 120, wherein the program code further 
includes computer-readable program code for causing a computer to validate 
haplotype pair assignments by analyzing for compliance of the assigned haplotype 
pair with Mendelian inheritance principles. 

123. The computer of claim 120, wherein the population is selected from 
the group consisting of a reference population, a clinical population, a disease 
population, an ethnic population, a family population and a same-sex population. 

1 24. A computer programmed to cause haplotype pair assignments to be 
made to an individual member of a population whose genotype information for a 

20 gene or gene feature of interest is stored in a computer-readable form, the computer 
comprising a memory having at least one region for storing computer executable 
program code and a processor for executing the program code stored in memory, 
wherein the program code includes: 

25 computer-readable program code for causing a computer to generate 

all possible haplotype pairs consistent with the stored genotype; 

computer-readable program code for causing a computer to access a 
database containing reference haplotype pair frequency data and to 
30 determine from the frequency data the probability, for each of the - 

possible haplotype pairs, that the individual has the possible 
haplotype pair; and 

computer-readable program code for causing a computer to select the 
35 most probable haplotype pair for the individual. 
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125. A computer programmed to identify a correlation between a clinical 
response to a treatment or other phenotype and a haplotype or haplotype pair present 
at a candidate locus hypothesized to be associated with the clinical response other 
phenotype, the computer comprising a memory having at least one region for 
5 storing computer executable program code and a processor for executing the 
program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
access a database containing data on clinical responses to 

JO treatments, or other phenotypes, exhibited by individuals in a 

clinical population; 

(b) computer-readable program code for causing a computer to 
access a database containing haplotype data for each individual 

^ of the clinical population, the haplotype data comprising 

information on a plurality of polymorphic sites present at the 
candidate locus; and 



20 



25 



(c) computer-readable program code for causing a computer to 
calculate the degree of correlation between haplotypes or 
haplotype pairs and the clinical response to the treatment or* 
other phenotype, by statistical analysis of the haplotype and 
clinical response data. 

1 26. The computer of claim 125, wherein the treatment comprises 
administration of a drug or drug candidate. 

127. The computer of claim 125, wherein the candidate locus is a gene or 
a gene feature. 

30 128. The computer of claim 125, wherein the program code further 

includes computer-readable program code for causing a computer to store, display, 
or output the degree of correlation. 

129. The computer of claim 125, wherein the program code further 
^ includes computer-readable program code for causing a computer to calculate the 
statistical significance of the correlation. 
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1 30. A computer programmed to identify a correlation between an 
individual's susceptibility to a condition or disease of interest, or other phenotype, 
and a haplotype or haplotype pair present at a candidate locus hypothesized to be 
associated with susceptibility to the condition or disease of interest, or with a 

5 phenotype of interest, the computer comprising a memory having at least one region 
for storing computer executable program code and a processor for executing the 
program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
jq access haplotype data for the candidate locus for each member 

of a population having the phenotype or condition or disease of 
interest ("disease haplotype data"); 

(b) computer-readable program code for causing a computer to 
statistically analyze the disease haplotype data to calculate 
haplotype or haplotype pair frequencies; 

(c) computer-readable program code for causing a computer to 
access a database containing haplotype data for the candidate 
locus for each member of a healthy reference population 
("reference haplotype data*'); 

(d) computer-readable program code for causing a computer to 
statistically analyze the reference haplotype data to calculate 
haplotype or haplotype pair frequencies; and 

(e) computer-readable program code for causing a computer to 
identify a correlation of a haplotype or haplotype pair with 
susceptibility to the disease or condition of interest, or with the 
phenotype of interest, when the haplotype or haplotype pair has 
a higher frequency in the population having the phenotype, 
condition or disease of interest than in the reference population. 

131. The computer of claim 130, wherein the candidate locus is a gene or 
a gene feature. 

35 
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132. The computer of claim 130, wherein the program code further 
includes computer-readable program code for causing a computer to store, display, 
or output the identified correlation. 

1 33. The computer of claim 130, wherein the program code further 

5 includes computer-readable program code for causing a computer to calculate the 
statistical significance of the correlation. 

134. A computer programmed to predict an individual's response to a 
medical or pharmaceutical treatment based on one or more selected haplotypes or 

10 haplotype pairs of the individual, the computer comprising a memory having at least 
one region for storing computer executable program code and a processor for 
executing the program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
15 access a database of correlations between haplotypes or 

haplotype pairs and responses to the medical or pharmaceutical 
treatment in a reference population; 

(b) computer-readable program code for causing a computer to 
20 locate haplotypes or haplotype pairs in the database that match 

the selected haplotypes or haplotype pairs of the individual, and 

(c) computer-readable program code for causing a computer to 
predict that the individual's response will be the response or 

25 responses associated in the database with the selected haplotype 

or haplotype pair. 

135. The computer of claim 134, wherein the program code further 
includes computer-readable program code for causing a computer to generate an 
error estimate for the prediction. 

136. A computer programmed to display a gene's structure and gene 
features on a display device, the computer comprising a memory having at least one 
region for storing computer executable program code and a processor for executing 

^ the program code stored in memory, wherein the program code includes: 
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(a) computer-readable program code for causing a computer to 
retrieve from a database, and display in a first area of the 
display device, data indicative of the frequencies of occurrence 
of a gene's haplotypes within predetermined member groupings 

5 of a reference population; 

(b) computer-readable program code for causing a computer to 
retrieve from a database data indicative of the gene's structure 
and gene features; 

10 (c) computer-readable program code for causing a computer to 

display in a second area of the display device a graphical 
representation of the gene's structure, user-selectable items 
indicating the location of gene features, and graphical 
indicators of the location of polymorphic sites on the gene; 

(d) computer-readable program code for causing a computer to 
display in a third area of the display device, in response to a 
user's selection of an item indicating a gene feature, a graphical 
representation of the structure of the gene feature having user- 
selectable items indicating the position of polymorphic sites; 
and 
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(e) computer-readable program code for causing a computer to 
retrieve from a database, and display in a third area of the 
display device, in response to a user's selection of an item 
indicating the position of a polymorphic site, data indicative of 
the frequencies within the member groupings of the occurrence 
of particular nucleotides at the polymorphic site. 

137. A computer programmed to display on a display device haplotype 
pair frequency data within a population of individuals, for a selected gene or gene 
feature, the computer comprising a memory having at least one region for storing 
computer executable program code and a processor for executing the program code 
35 stored in memory, wherein the program code includes: 
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(a) computer-readable program code for causing a computer to 
display on the display device a plurality of selectable items, 
each item corresponding to a polymorphic site in the gene or 
gene feature; 

5 (c) computer-readable program code for causing a computer to 

retrieve from a database and display on the display device, in 
response to a user's selection of one or more items indicating 
polymorphic sites, individual haplotype pairs in the database 
10 that differ at one or more of the selected polymorphic sites; and 

(d) computer-readable program code for causing a computer to 

display on the display device data indicative of the frequencies 
of the displayed haplotype pairs within one or more member 
^ groupings within the population. 

138. A computer programmed to display on a display device polymorphic 
site linkage data for a gene or gene structure of interest, the computer comprising a 
memory having at least one region for storing computer executable program code 
and a processor for executing the program code stored in memory, wherein the 
program code includes: 

(a) computer-readable program code for causing a computer to 
display on the display device one or more matrix structures, 
wherein the axes of each matrix structure represent the 
polymorphic sites in the gene or gene feature of interest, and 
wherein each matrix structure corresponds to a different 
population or population group; and 

(b) computer-readable program code for causing a computer to 
display on the display device, in each cell of a matrix structure, 
a graphical indication of degree of linkage between the twp 
polymorphic sites corresponding to the coordinates of the cell 
in the matrix. 
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139. The computer of claim 138, wherein color is used as the graphical 
indication of degree of linkage, and wherein the medium further comprises 
computer-readable program code for causing a computer to display a reference 
color scale relating color to degree of linkage. 

5 140. A computer programmed to display on a display device a 

phylogenetic tree, the computer comprising a memory having at least one region for 
storing computer executable program code and a processor for executing the 
program code stored in memory, wherein the program code includes: 

10 (a) computer-readable program code for causing a computer to 

display a plurality of selectable items, each corresponding to a 
polymorphic site in the gene or gene feature of interest; and 

(b) computer-readable program code for causing a computer to 
15 display a phylogenetic tree structure having a node for each 

haplotype in a population, where the distance between nodes is 
proportional to the minimum number of nucleotides that would 
have to be changed to interconvert the corresponding 
haplotypes. 

141 . The computer of claim 140, wherein the program code further 
includes computer-readable program code for causing a computer to display 
connections between the nodes that indicate a single nucleotide difference between 
the haplotypes repesented by the nodes. 

142. The computer of claim 140, wherein the program code further 
includes computer-readable program code for causing a computer to display at each 
node an indication of the relative frequency of occurrence of the haplotype 
represented by the node among different population groups. 
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143. A computer programmed to display a genotype analysis screen on a 
display device, the computer comprising a memory having at least one region for 
storing computer executable program code and a processor for executing the 
program code stored in memory, wherein the program code includes: 
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(a) computer-readable program code for causing a computer to 
display a first plurality of selectable items, each corresponding 
to a polymorphic site, and a second plurality of selectable 
items, each corresponding to a polymorphic site; 

^ (b) computer-readable program code for causing a computer to 

display on the display device a matrix structure, wherein the 
axes of the matrix structure represent haplotypes in the gene or 
gene feature of interest that vary at the polymorphic sites 
lO selected from the first plurality of selectable items; and 

(c) computer-readable program code for causing a computer to 
display on the display device, in each cell of the matrix 
structure, a graphical indication of the reliability of the 
j ^ assignment to an individual of the haplotype pair corresponding 

to the coordinates of the cell in the matrix, when the individual 
is genotyped only at the polymorphic sites selected from the 
second plurality of selectable items. 

144. The computer of claim 143, wherein color is used as the graphical 
indication of reliability of haplotype pair assignment, and wherein wherein the 
program code further includes computer-readable program code for causing a 
computer to display a reference color scale relating color to reliability of haplotype 
pair assignment. 

145. A computer programmed to display clinical response values, or other 
phenotype data, of a subject population as a function of haplotype pairs of the 
individuals in the population, the computer comprising a memory having at least 
one region for storing computer executable program code and a processor for 

30 executing the program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
retrieve from a computer-readable storage device, data 
representing haplotype pairs and clinical response values, or 
35 other phenotype data, for the subject population; and 
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(b) computer-readable program code for causing a computer to 
graphically display a haplotype pair matrix structure, each of 
whose cells contains a graphical representation of the clinical 
response values or other phenotype data of individuals having 
5 the haplotype pair corresponding to the coordinates of that cell 

in the haplotype pair matrix. 

146. A computer programmed to display on a display device clinical 
response values, or other phnotypic data, of a subject population as a function of the 
jq haplotype pairs of the individuals in the population for a gene or gene feature of 
interest, the computer comprising a memory having at least one region for storing 
computer executable program code and a processor for executing the program code 
stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
display one or more first selectable items representing 
polymorphic sites of the gene of gene feature; 

(b) computer-readable program code for causing a computer to 
display one or more second selectable items representing j\ 
clinical measurements or phenotypes; and 

(c) computer-readable program code for causing a computer to 
display on the display device, in response to the selection by 
the user of at least one first and second selectable items, a 
haplotype pair matrix structure, wherein the axes of the matrix 
structure represent haplotypes in the gene or gene feature of 
interest that vary at the polymorphic sites corresponding to the 
first selected item or items, and wherein each of the cells of the 

30 matrix contains a graphical representation of the mean clinical 

response value, or other phenotype data, for the clinical 
measurement represented by the selected second item, of 
individuals having the haplotype pair corresponding to the 

35 coordinates of the cell in the haplotype pair matrix. 
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147. The computer of claim 145 or 146, wherein color is used as the 
graphical indication of mean clinical response value, or other phenotype data, and 
wherein the program code further includes computer-readable program code for 
causing a computer to display a reference color scale relating color to mean clinical 

5 response value. 

148. The computer of claim 147, wherein the program code further includes: 

(a) computer-readable program code for causing a computer to 
display a means for adjusting the range of mean clinical 

10 response values or other phenotype data represented by the 

reference color scale; and 

(b) computer-readable program code for causing a computer, in 
response to the adjustment of the range of clinical response 

1 5 values or other phenotype data represented by the reference 

color scale, to adjust the color of the cells of the haplotype pair 
matrix. 

149. The computer of claim 145 or 146, wherein the graphical 

20 representation of data is a histogram indicating the distribution of individuals across 
the range of clinical response values or other phenotype data. 

150. The computer of any one of claims 145, 146, or 147, wherein at least 
one cell in the displayed matrix includes a selectable area, and wherein the program 

25 code further includes computer-readable program code for causing a computer to 
display, for individuals having the haplotype pair represented by the coordinates of 
the cell in the matrix, a histogram indicating the distribution of the individuals 
across the range of clinical response values. 

3q 151. The computer of any one of claims 145, 1 46, or 1 47 wherein the 

program code further includes computer-readable program code for causing a 
computer to display a third selectable item, and computer-readable program code 
for causing a computer to display, in response to selection of the third selectable 
item by the user, the statistical significance of the correlations between variation at 

35 

individual polymorphic sites and the clinical response values. 
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152. The computer of any one of claims 145, 146, or 147, wherein the 
program code further includes computer-readable program code for causing a 
computer to display a fourth selectable item, and computer-readable program code 
for causing a computer to display, in response to selection of the fourth selectable 

5 item by the user, the numerical mean and standard deviation of clinical response 
values among individuals having each haplotype pair in the matrix. 

153. The computer of any one of claims 145, 146, or 147, wherein the 
program code further includes computer-readable program code for causing a 

jq computer to display a fifth selectable item, and computer-readable program code for 
causing a computer to display, in response to selection of the fifth selectable item by 
the user, the results of an analysis of variation calculation to permit determination of 
whether variation in the clinical response values between individuals having 
different haplotype pairs is statistically significant. 

1 54. A computer programmed to carry out a genetic algorithm for finding 
an optimal set of weights to fit a function of polymorphic site data for a gene or 
gene feature of interest to a clinical response measurement, the computer 
comprising a memory having at least one region for storing computer executable * 
program code and a processor for executing the program code stored in memory, 
wherein the program code includes: 
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(a) computer-readable program code for causing a computer to 
display a variable controller for setting the number of genetic 

^ algorithm generations parameter; 

(b) computer-readable program code for causing a computer to 
display a variable controller for setting the number of agents 
parameter; 

(c) computer-readable program code for causing a computer to 
display a variable controller for setting the mutation rate 
parameter; 
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(d) computer-readable program code for causing a computer to 
display a variable controller for setting the crossover rate 
parameter; 

(e) computer-readable program code for causing a computer to 
^ display one or more selectable items each corresponding to a 

polymorphic site of the gene or gene feature of interest; and 

(f) computer-readable program code for causing a computer to 
displaying a selectable item for initiation of the genetic 

10 algorithm calculation; and 

(g) computer-readable program code for causing a computer, in 
response to the selection by the user of one or more selectable 
items corresponding to a polymorphic site, and selection by the 

15 user of the item for initiation of the genetic algorithm 

caclulation, to execute the genetic algorithm calculation with 
the parameters set by the variable controllers, and to display on 
a display device (i) the residual error of the model as a function 
of the number of genetic algorithm generations, and (ii) the 
results of the genetic algorithm calculation showing the optimal 
weights for each of the polymoiphic sites. 

155. A computer programmed to display on a display device correlations 
between clinical outcome values obtained from selected clinical outome measures 
for a selected population, the computer comprising a memory having at least one 
region for storing computer executable program code and a processor for executing 
the program code stored in memory, wherein the program code includes: 

11) (a) computer-readable program code for causing a 
computer to display a first plurality of selectable items 
corresponding to clinical outcome measurements; 

12) (b) computer-readable program code for causing a 
computer to display a second plurality of selectable items 
corresponding to clinical outcome measurements; and 
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1 3) (c) computer-readable program code for causing a 
computer to display a scatter plot of data points, each data point 
corresponding to an individual in the selected population; 

14) (d) computer-readable program code for causing a 

^ computer, in response to selection by the user of an item from 

among the first plurality of selectable items, to locate each data 
point along the x axis of the scatter plot according to the 
clinical outcome value for the associated individual from the 
jO clinical measurement represented by the selected item; and 

1 5) (e) computer-readable program code for causing the 
computer, in response to selection by the user of an item from 
among the second plurality of selectable items, to locate each 

^ data point along the y axis of the scatter plot according to the 

clinical outcome value for the associated individual from the 
clinical measurement represented by the selected item. 

1 56. A computer programmed to provide information of use in conducting 
a clinical trial of a treatment protocol for a medical condition of interest, the 
computer comprising a memory having at least one region for storing computer 
executable program code and a processor for executing the program code stored in 
memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
access a database of DNA sequence data for selected genes or 
other loci in a reference population of individuals, and to access 
a database of (or accept as input) DNA sequence data for 
selected genes or other loci in a clinical trial population of 

30 individuals; 

(b) computer-readable program code for causing a computer to 
assign to each member of the reference population haplotypes 
for each of the selected genes or other loci; 

(c) computer-readable program code for causing a computer to 



25 



35 



WO 01/01218 



-204- 



PCT/US00/17540 



calculate the frequencies, population distributions and 
statistical measures, including confidence limits, for each of the 
assigned haplotypes in the reference population; 

(d) computer-readable program code for causing a computer to 
5 assign to each member of a trial population haplotypes for each 

of the selected genes or other loci, based upon the frequencies, 
population distributions and statistical measures calculated in 
the reference population; 

10 (e) computer-readable program code for causing a computer to 

determinine the correlations between individual responses to 
the treatment and individual haplotypes, for each of the selected 
genes or other loci; 

15 (f) computer-readable program code for causing a computer to 

accept as input an individual's DNA sequence data or 
haplotypes for one or more of the selected genes or other loci; 
and 

20 (g) computer-readable program code for causing a computer to 

display or output the expected response of the individual to the 
treatment, based on the determined correlations between 
individual responses to the treatment and individual haplotypes, 

25 157. The computer of claim 1 56, wherein the program code further 

includes: 

(a) computer-readable program code for causing a computer to 
derive from the haplotype distribution found for the reference 

2Q population a reduced set of genotyping markers, which allow 

an individual's haplotypes to be accurately predicted without 
conducting a complete molecular haplotype analysis; and 

(b) computer-readable program code for causing a computer to use 
^ the reduced set of genotype markers to assign haplotypes. 
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158. A computer programmed to infer genotypes of individual subjects for 
a selected gene having at least m polymorphic sites, the computer comprising a 
memory having at least one region for storing computer executable program code 
and a processor for executing the program code stored in memory, wherein the 
5 program code includes: 

(a) computer-readable program code for causing a computer to 
access a database of m-site haplotypes of the selected gene 
from a representative cohort of individuals; 

10 (b) computer-readable program code for causing a computer to 

tabulate the frequency of occurrence for each of the haplotypes; 

(c) computer-readable program code for causing a computer to 
construct a list of all genotypes that could result from all 

1 5 possible pairs of observed haplotypes; 

(d) computer-readable program code for causing a computer to 
calculate the expected frequency of these genotypes assuming 
the Hardy- Weinberg equilibrium; 

20 (e) computer-readable program code for causing a computer to 

generate a complete set of all possible masks of the same length 
m as the haplotypes, wherein each mask blocks the identity of 
the nucleotides at m-n polymorphic sites and admits the identity 

25 of nucleotides at the other n sites; 

(f) computer-readable program code for causing a computer to for 
calculate, for each mask, how much ambiguity results from 
genotyping with only the n polymorphic sites whose identity is 

3q admitted by the mask; 

(g) computer-readable program code for causing a computer to 
output or display on a display device the calculated ambiguity 
for one or more masks. 



35 



WO 01/01218 PCT/US00/17540 

-206- 



1 59. The computer of claim 1 58, wherein the program code further 
includes computer-readable program code for causing a computer to calculate the 
level of ambiguity for a mask, the computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
5 identify all pairs of genotypes that are rendered identical by 

application of the mask; 

(b) computer-readable program code for causing a computer to 
calculate the geometric mean of the calculated Hardy- Weinberg 

10 frequencies of each pair of genotypes rendered identical by 

application of the mask; 

(c) computer-readable program code for causing a computer to 
sum all such geometric means for all ambiguous pairs to obtain 

15 an ambiguity score for the mask. 

160. The computer of any one of claims 158 or 1 59, wherein the program 
code further includes computer-readable program code for causing a computer to 
assign a haplotype pair to an individual having an ambiguous genotype, the 

20 computer-readable program code comprising: 

(a) computer-readable program code for causing a computer to 
calculate, for two haplotype pairs A and B that could explain a 
given genotype, the Hardy- Weinberg equilibrium probabilities 

25 p A andp B , where p A + p B = 1; 

(b) computer-readable program code for causing a computer to 
assign a haplotype pair by a process comprising 

(i) selecting a random number between 0 and 1 ; 

^ v (ii) if the random number is less than or equal to p A , assigning 

the haplotype pair A; and 

(iii) if the number is greater than p A , assigning the haplotype 
pair B. 

35 
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161 . A computer programmed to determine polymorphic sites or sub- 
haplotypes that correlate with a clinical response or outcome of interest, or other 
phenotype, the computer comprising a memory having at least one region for 
storing computer executable program code and a processor for executing the 
5 program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
access a database containing haplotype information, and clinical 
response or outcome data (clinical outcome values) or other 

I0 phenotype data, from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each individual SNP in the haplotype for the 
degree to which it correlates with the clinical outcome values or 

j 5 other phenotype data, and generating a numerical measure of the 

degree of correlation; 

(c) computer-readable program code for causing a computer to store 
for further processing those individual SNPs whose numerical 
measure of the degree of correlation with the clinical outcome 

20 

values or other phenotype data exceeds a first cut-off value; 

(d) computer-readable program code for causing a computer to 
generate all possible pair-wise combinations of the saved SNPs 
so as to provide a set of w-site sub-haplotypes where n = 2; 

(e) computer-readable program code for causing a computer to 
statistically analyze each newly generated /?-site sub-haplotype 
for the degree to which it correlates with the clinical outcome 
values or other phenotype data, and calculate a numerical 

30 

measure of the degree of correlation; 

(f) computer-readable program code for causing a computer to store 
for further processing those w-site sub-haplotypes whose 
numerical measure of the degree of correlation exceeds the first 

^ cut-off value; 
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(g) computer-readabie program code for causing a computer to 

generate all possible pair-wise combinations among and between 
the saved SNPs and saved sub-haplotypes, to produce new 
subhaplotypes with increased values of n; 

5 (h) computer-readable program code for causing a computer to repeat 

steps (e) through (g) until either (i) no new sub-haplotypes can be 
generated, or (ii) no further sub-haplotypes having n less than a 
pre-selected or user-selected limit can be generated. 

10 1 62. The computer of claim 161, wherein the program code further 

includes computer-readable program code for causing a computer to display those 
saved SNPs and sub-haplotypes whose numerical measure of the degree of 
correlation with the clinical outcome value or other phenotype exceeds a second cut- 
off value, wherein the second cut-off value is greater than the first cut-off value. 

1 63. A computer programmed to determine polymorphic sites or sub- 
haplotypes that correlate with a clinical response or outcome of interest, or other 
phenotype, the computer comprising a memory having at least one region for 
storing computer executable program code and a processor for executing the 
program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
access a database containing haplotype information, and clinical 
response or outcome data (clinical outcome values) or other 
phenotype data, from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each individual SNP in the haplotype for the 
degree to which it correlates with the clinical outcome values or 
other phenotype data, and calculate the p-value for the degree of 
correlation; 
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(c) computer-readable program code for causing a computer to store 
for further processing those individual SNPs whose p-value for 
the dejgree of correlation does not exceed a first cut-off value; 
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(d) computer-readable program code for causing a computer to 
generate all possible pair-wise combinations of the saved SNPs 
so as to provide a set of /i-site sub-haplotypes where n = 2; 

(e) computer-readable program code for causing a computer to 

5 statistically analyze each newly generated n-site sub-haplotype 

for the degree to which it correlates with the clinical outcome 
values or other phenotype data, and calculate the p- value for the 
degree of correlation; 

10 (f) computer-readable program code for causing a computer to store 

for further processing those w-site sub-haplotypes whose p- value 
for the degree of correlation does not exceed the first cut-off 
value; 

(g) computer-readable program code for causing a computer to 
generate all possible pair-wise combinations among and between 
the saved SNPs and saved sub-haplotypes, to produce new 
subhaplotypes with increased values of n\ 

(h) computer-readable program code for causing a computer to repeat 
steps (e) through (g) until either (i) no new sub-haplotypes can be 
generated, or (ii) no further sub-haplotypes having n less than a 
pre-selected or user-selected limit can be generated. 

164. The computer of claim 161, wherein the program code further 
includes computer-readable program code for causing a computer to display those 
saved SNPs and sub-haplotypes whose p-value for the degree of correlation with the 
clinical outcome value or other phenotype does not exceed a second cut-off value, 
wherein the second cut-off value is less than the first cut-off value. 

1 65. The computer of any one of claims 1 6 1 - 1 64, wherein the program 
code further includes computer-readable program code for causing a computer to 
exclude from further processing complex subhaplotypes which are constructed from 
smaller sub-haplotypes, where the smaller sub-haplotypes each have correlation 
values that are at least as significant as that of the complex sub-haplotype. 
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166. A computer programmed to determine polymorphic sites or sub- 
haplotypes that correlate with a clinical response or outcome of interest, or other 
phenotype of interest, the computer comprising a memory having at least one region 
for storing computer executable program code and a processor for executing the 
5 program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
access a database containing single gene haplotype information 
for one or more genes, and clinical response, outcome data, or 

10 other phenotype data from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each single gene haplotype for the degree to 
which it correlates with the clinical response, outcome, or 
phenotype of interest, and to generate a numerical measure of the 
degree of correlation; 

(c) computer-readable program code for causing a computer to store 
for further processing those haplotypes whose numerical measure 

2 Q of the degree of correlation exceeds a first cut-off value; 

(d) computer-readable program code for causing a computer to 
generate, for each haplotype composed of m polymorphic sites, 
all possible sub-haplotypes having a single site masked, so as to 
provide a set of m-w site sub-haplotypes where n - 1 ; 

(e) computer-readable program code for causing a computer to 
statistically analyze each newly generated sub-haplotype for the 
degree to which it correlates with the clinical response, outcome, 
or phenotype of interest, and calculating a numerical measure of 

30 

the degree of correlation; 

(f) computer-readable program code for causing a computer to save 
for further processing those sub-haplotypes whose numerical 
measure of the degree of correlation exceeds the first cut-off 
value; 
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(g) computer-readable program code for causing a computer to 
generate, from the saved sub-haplotypes, all possible sub- 
haplotypes having one additional site masked; 

(h) computer-readable program code for causing a computer to repeat 
5 steps (e) through (g) until either (i) no new sub-haplotypes have a 

degree of correlation which exceeds the first cut-off value, or (ii) 
no further sub-haplotypes having more unmasked sites than a 
pre-selected limit can be generated. 

10 167. The computer of claim 1 66, wherein the program code further 

includes computer-readable program code for causing a computer to display those 
saved sub-haplotypes whose numerical measure of the degree of correlation with the 
clinical response data, outcome value, or other phenotype data exceeds a second cut- 
off value, wherein the second cut-off value is greater than the first cut-off value. 

168. A computer programmed to determine polymorphic sites or sub- 
haplotypes that correlate with a clinical response or outcome of interest, or other 
phenotype of interest, the computer comprising a memory having at least one region 
for storing computer executable program code and a processor for executing the 
program code stored in memory, wherein the program code includes: 

(a) computer-readable program code for causing a computer to 
access a database containing single gene haplotype information 
for one or more genes, and clinical response, outcome data, or 
other phenotype data from a cohort of subjects; 

(b) computer-readable program code for causing a computer to 
statistically analyze each single gene haplotype for the degree to 
which it correlates with the clinical response, outcome, or 
phenotype of interest, and to calculate the p-value for the degree 
of correlation; 
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(c) computer-readable program code for causing a computer to store 
for further processing those haplotypes whose p- value for the 
degree of correlation does not exceed a first cut-off value; 
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(d) computer-readable program code for causing a computer to 
generate, for each haplotype composed of m polymorphic sites, 
all possible sub-haplotypes having a single site masked, so as to 
provide a set of m-n site sub-haplotypes where n = 1 ; 

5 (e) computer-readable program code for causing a computer to 

statistically analyze each newly generated sub-haplotype for the 
degree to which it correlates with the clinical response, outcome, 
or phenotype of interest, and calculating the p-value for the 
jq degree of correlation; 

(f) computer-readable program code for causing a computer to save 
for further processing those sub-haplotypes whose p-value for the 
degree of correlation does not exceed the first cut-off value; 

15 (g) computer-readable program code for causing a computer to 

generate, from the saved sub-haplotypes, all possible sub- 
haplotypes having one additional site masked; 

(h) computer-readable program code for causing a computer to repeat 
20 ste P s ( e ) through (g) until either (i) no new sub-haplotypes have a 

p-value which does not the first cut-off value, or (ii) no further 
sub-haplotypes having more unmasked sites than a pre-selected 
limit can be generated. 

25 169. The computer of claim 168, wherein the program code further 

includes computer-readable program code for causing a computer to display those 
saved sub-haplotypes whose p-value for the degree of correlation with the clinical 
response, outcome, or phenotype of interest does not exceed a second cut-off value, 
wherein the second cut-off value is less than the first cut-off value. 
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1 70. The computer of any one of claims 166-1 69, wherein the program 
code further includes computer-readable program code for causing a computer to 
exclude from further processing complex sub-haplotypes which are constructed 
from smaller sub-haplotypes, where the smaller sub-haplotypes each have 
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correlation values that are at least as significant as that of the complex sub* 
haplotype. 

171. A data structure for storing and organizing biological information, 
stored on a computer-readable medium and accessible by a processor, which 

^ comprises a single parent table which is adapted for storing, organizing, and 
retrieving a plurality of genetic features by the relative positional relationships 
between the genetic features. 

1 72. The data structure of claim 171, wherein said parent table is part of each 
10 of three submodels comprising the data structure, wherein said submodels are a 

genomic repository submodel, a variation repository submodel and a literature 
repository submodel. 

173. The data structure of claim 1 72, wherein the genetic features are 

15 selected from the group consisting of chromosomes, genomic regions, genes, gene- 
regions, gene transcripts, transcript regions, and polymorphisms. 

1 74. The data structure of claim 1 73, further comprising a clinical repository 
submodel. 

20 . 1 75. The data structure of claim 1 74, further comprising a drug repository * 

submodel. 

1 76. A method for storing and organizing biological information, which 
comprises 

(a) providing a data structure comprising a single parent table 
which is adapted for storing, organizing, and retrieving a 
plurality of genetic features by the relative positional 
relationships between the genetic features; and 

(b) positioning a first genetic feature onto a second genetic feature. 

177. The method of claim 175, wherein said first genetic feature is an 
assembly and said second genetic feature is a gene. 

1 78. The method of claim 1 77, further comprising positioning a third genetic 
feature onto said gene. 
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1 79. The method of claim 1 78, wherein said third genetic feature is a gene 
region and the method further comprises positioning onto said gene region a 
polymorphism. 

1 80. The method of claim 179, further comprising providing a relationship 
5 between the polymorphism and at least one phenotype which is associated with the 

polymorphism. 

181. The method of claim 1 77, further comprising positioning onto said gene 
a haplotype which comprises a plurality of polymorphisms. 

1 1 82. The method of claim 1 78, further comprising providing a relationship 

between the haplotype and at least one phenotype which is associated with the 
haplotype. 

183. A data structure for storing and organizing biological information, 
stored on a computer-readable medium and accessible by a processor, which 
comprises at least two different fields, one of which includes a plurality of genetic 
features, and the other of which includes relative positional relationships between 
the genetic features. 
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